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^J^_^^^ ~~29(New) . A composition comprising an acceptable 
carrier and a peptide according to claim 1 in an amount effective 
to inhibit proliferation of cancer cells. 

— 30 (New) . The composition of claim 29, wherein said 
cancer cells are carcinoma cells. 

— 31 (New) . A competition comprising an acceptable 




carrier and a peptide ^recording to claim 1 in an amount effective 
to inhibit a viral activity. 

J--32 (New). The composition of claim 31, wherein said 
viral activity is viral-iiiduced hemolysis. 

(New) . Acpfnposition comprising an acceptable 
carrier and a peptide/according to claim 1 in an amount effective 
to inhibit growth j^f a protozoan, 

--34 (New) . A mixture consisting of two or more non- 
hemolytic cytolytic peptides selected from the group consisting 
of a peptide according to claim 1, a peptide comprising one or 
both of L-amino acid residues and D-amino acid residues and an Ot- 
helix breaker moiety, and a cyclic derivative thereof. 

--35 (New). The mixture of ^.aim 34, wherein each 
peptide present in the mixture consists of 12 amino acids, each 
of which is selected from the qfloup consisting of L-Leu, D-Leu, 
L-Lys, and D-Lys . 
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--36 (New). The complex according to claim 16 which is 
composed of five molecules of the same peptide or of different 
peptides . 



Please replace claims 1, 6-8, 10, 14-17, and 19-20 with 
new amended claims 1, 6-8, 10, 14-17, and 19-20 as follows below. 
A marked up version of the amended claims to show the changes 
made is attached hereto. 

1 (Amended) . A non-hemolytic cytolytic peptide having a" 
selective cytolytic activity manifested in bnat it has a 
cytolytic activity on pathogenic cells, ^aid pathogenic cells 
being cells which are non-naturally occurring within the body 
consisting of microbial pathogenic organisms and malignant cells; 
and it is non-hemolytic, namely it: has no cytolytic effect on red 
blood cells or has a cytolytic Effect on red blood cells at 
concentrations which are substantially higher than that in which 
it manifests said cytolytic/ activity, said non-hemolytic 
cytolytic peptide being selected from the group consisting of: 
(A) a cyclic derivative of a peptide having a net positive 

charge which is/ greater than +1, and comprising both L-amino 
acid residues? and D-amino acid residues, or comprising one 
or both of/L-amino acid residues and D-amino acid residues, 
and comprising an oc-helix breaker moiety; 
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(B) a peptide comprising both L-amino acid/residues and D-amino 
acid residues, having a net positive /charge which is greater 
than +1, and having a sequence of amino acids such that a 
corresponding amino acid sequencer comprising only L-amino 
acid residues is not found in ij/ature, and cyclic derivatives 
thereof; 

(C) a complex consisting of a plurality of 2 or more non- 
hemolytic cytolytic peptides, each peptide having a net 
positive charge which is /greater than +1, and comprising 
both L-amino acid residues and D-amino acid residues, or 
comprising one or both of L-amino acid residues and D-amino 
acid residues and comprising an a-helix breaker moiety, or 
cyclic derivatives^ of the foregoing, said peptides being 
linked together by the use of a linker molecule covalently 
bound to each ok. the peptides; and 

(D) a random copolymer consisting of a ratio of a hydrophobic, a 
positively qnarged and a D-amino acid. 



6 (Twice-amended) . The cycl 




±<z pepti 



de according to 

claim 1 selected from the cyclic pard4xin-derived peptides herein 

/ 

designated peptides 86-88 (SEQ ID NOs : 86-88, respectively), of 



the sequence: 



/ 



- 4 - 



In re Appln. No.: 09/367,714 



86. Cyclic kHdJP 7 L 18 L 19 [ 1-22 ] -par lot the sequence: 

Cvs-Lys-Gly-Phe-Phe-Ala-Leu-Il/e- Pro -Lvs-Ile-Ile-Ser- 
Ser- Pro-Leu- Phe-Lys-Thr-Leu-Leu-Ser-Ala-Val-Cys 



/ 



/ 



87. Cyclic K 1 K 2 [D]P 7 L 18 L 19 [1-J22] -par of the sequence: 

Cys-Lys-Lys-Gly-Phe-PheyAla-Leu-Ile-Pro-Lys-Ile-Ile-Ser- 
Ser-Pro-Leu-Phe-Lys/Thr-Leu-Leu-Ser-Ala-Val-Cys 



7 



/l 19 [1-: 



88. Cyclic K 1 K 2 K 3 [D]P 7 Ljf 8 L 19 [1-22] -par of the sequence 
Cys-Lys-Lys-Lys-Gly-Hhe-Phe-Ala-Leu-Ile-Pro-Lys-Ile-Ile- 
Ser-Ser-Pro-Leu-/Phe-Lvs-Thr- Leu-Leu -Ser-Ala-Val-Cys 



7 (Amended) . The peptide according to claim 1 (B) , 
comprising both L-amino acid residues and D-amino acid residues 

nd having a sequence of amino a'cids such that a corresponding 
amino acid sequence comprisin^only L-amino acid residues is not 
found in nature. 



8 (Amended) . The peptide according to claim 7, having 
the following characteristics^: 
(a) it is a non-natural/synthetic peptide composed of a ratio of 
at least one hydrophobi/c amino acid and at least one positively 
charged amino acid, arid in which sequence at least one of the 
amino acid residues/ is a D-amino acid; 
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(b) the peptide has a net positive charge which is greater than 
+1; and 

(c) the ratio of hydrophobic to positively charged amino acids 
is such that the pept/lde is cytolytic to pathogenic cells but 
does not cause cyt^lysis of red blood cells. 



10 (Amended) . The pepnide according to claim 9, wherein 
the net positive charge greater tVian +1 is due to the amino acid 
composition or to the addition of positively charged chemical 
groups, or which hydrophobicity is qecreased by the addition of 
polar amino acids selected from the gVoup consisting of serine, 
threonine, methionine , asparagine, glummine and cysteine. 



lie derivative of a non- 



14 (Thrice-Amended) . The eye 



natural synthetic peptide according to c/aim 7, selected from the 
peptides herein designated 92-95 (SEQ/fo^NOs: 92-95, 
respectively), of the sequence: 

92. Cyclic Cys Lys Leu Leu Leu Lys Leu Leu Leu Lys Leu Leu Lys Cys 

i 



/ 



93. Cyclic Cys Lys Leu Leu Leu Lys Leu Lys Leu Lys Leu Lys Cys 



94 . HN - Lys Leu Leu Leu Lys Leu Leu Leu Lys Leu Leu Lys - C O 
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95 



HN - Lys Leu Leu Leu Lys Leu Lys Leu Lys Leu Leu Lys - CO 



15 (Twice-Amended) . A complex of peptides according to 
claim 1(C) consisting of a plurality of 2 or more non-hemolytic 
cytolytic peptides according t/5 claim 1, said peptides being 
linked together through a linker molecule covalently bound to 
each of the peptides 

^ ^ \ J 

^ (Amended) . Ther complex according to claim 15, which 

is composed of 2 or m<5re, molecules of the same peptide or of 

different peptides, and the linker is a peptide or a commonly 

used linker^ 



17 (Twice-Amended) . The complex according to claim 1, 
wherein the linked Lys/L^u diastereomers herein designated 96 and 
97 are covalently linked tiogether through a linker molecule: 
96. ( [D] -L 3 ' 4 ' 8 ' 10 -K 4 L 8 C) \[D] -L 3 ' 4 ' 8 ' 10 -K 4 L 8 of the sequence: 
( L ys -Leu- Leu-Leu- Lys -Leu-L^yU-Leu-Ly s -Leu- Leu-Lys-Cy S-NH-, ) 5 Lys- 
Leu- Leu - Leu -Lvs-Leu-Leu- Leu -Lvs- LAi -Leu-Lys-NH, ( SEQ ID NOs : 96 and 23) 



97. ( [D] -L 3 ' 4,8 ' 10 -K 5 L 7 C) 5 [D] -L 3 ' 4 V' 10 -K 4 L 9 of the sequence 
(Lys-Leu- Leu-Leu -Lys-Leu-Lys- Leu -Lys\- Leu -Leu-Lys-Cys-NHo ) 5 Lys- 
Leu-Leu-Leu-Lys-Leu-Leu-Leu-Lys-Leu-LAu-Lys-NH, (SEQ ID NOs: 97 



i 
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_ / — ^=5? 1 9 (Amended) . The miVture according to claim 36, 

^ ^ \ 

comprising a mixture of Lys/Leu y 2-mer peptide diast< 



:ereomers 




I )' ^>20 (Amended) . The jtfbn-hemolytic cytolytic random 
copolymer according to cl^i m 1(D), consisting of different r 
of a hydrophobic, a positively charged and a D-amino acid. 
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